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**&ib i± 1 1 s * ^ * u > « - - tf A2*si* c a#i" * ism «f aa * v ^ o 

froIIS*X*y>*— l?A2*5fc*KB#U IIfi*X*y/<— tfA2*#ofc« 
»*y ^d— ^-;i^tf**fctt^ Kt*DNA» 

tr'A2(i, iftlM^OU-^y^X^^Ut'J K©C2tt 
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B*B#* 1994#WM** 202-206) . C©*T*» Iia*X*'J/<— tfA 

$ n s e ©**«■ * ©*ett**fc *>* i offiom * 

lM«0«BO-«T*5w i^tit*©**^**. Kikuchi- 
Yanoshita£>(i, ^ftlOtf^TfeS?^ h©*^C^*(0*«f 
#©&£ £ 4B£ UT C ©**©fitt*<±# UT I *S d t UT I (Kikuch 
i-Yanoshita,R. etaL.J. Biocheiistry. 114:33-38, 1993 ) 0 Leong£(i> 4>« 
«£©&#TliJfil4 , KjE1&A.fc 9 LTC^C LTl^ 
-5 (Leong L. L. et al. , Clinical Experimental Pharmacology and Physiology, 
19 : 113-118. 1992) 0 

Lauritzen£(is *ttt©*fl:K*»*#£ 
H^(S:^J^IIbT^5C ££^grf *fB££LTl^<5 (Lauritzen I. et al. , B 
rain Research. 651: 353-356, 1994) 0 Baur£(±. ^ttff^Cfc^T, ^S© 
WblC*WWMtt1»**tTl^Ci*S«rt-*««UTl^ (Baur M. , 
Klin fochenschr, 67 : 196-202, 1989) , Murakami W©7I//^- 
ttMLKfc^T+^tttta***^- EiKttl&©fc** $ >SttttW*d©B 
fcjWSHt U c ©B&fclfi^-f S c <ttr J: 0 *A*©T l/;P*-tt«A©f&MI 
(lotej^^&^^LTl^ (Murakami, M. et al. , Journal of Immunolo 

gy, 151: 5675-5684, 1993) , 

Smith <i:fc J: Pruzanski £>(i. ti&K!®5& U *^MrTli. *©Jfe*lwjE« 
Ack t) lli:«»fftt * - ^ U h * t ^i* ©*«<fc*iT 

- 9 Tl^oJtE&#£>£- i*^«UTl^ (Smith CM. et al. , British Journ 
al of Rheumatology, 31 : 175-178. 1992. Pruzanski W. et al. , J. Rheumato 
1.. 15 : 1351-1355. 1988) . Pruzanski bJi, P«(rR^ttMttfi©.*#«ffi« 
4'lriESA«i:D^ft^^^^# ; ?t•r^-^^- , -^ *©*Hfc*l*tt*©* 
■Wkiff-pTl^Fltttt^feS^i^ttUTC^ (Pruzanski W. et al. . Lif 
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e Sciences. 48 : 2457-2462. 1991) • Vadas t>:fc«J:tf Green t>fi, MaMi/ a v 

**^|«©if»ft*ff^Tl^^lBtt^**^^**«^^* (Vadas P - e 
t al.. Life Sciences. 50: 807-811. 1992 . Green J.. Inflammation, 15: 3 

55-367 .1991) • 
Nevalainen^li, i^Ilt, ft KEffi«A#©Jll+ 

**l/a>* (Nevalainen T. J. et al. . Gut. 34: 1133-1136. 1993) 0 Ander 

(OWMh^At^ommt^^X^^m^h^Zt^Tr^LX^ (Ande 
rson S. et al. . Inflammation. 18 : 1-12. 1994) . 

Koike^ti, £MS££ (MOD Tli> ♦W^CORAOKHOiRtta** 
*LTt**£ LTtr*S (Koike L et a 1. . Surgery. 112: 17 

3-180. 1992) • Koeniger Edelson ^fccfctfRomaschin £>(i. Acute Respira 
tory Distress Syndrome CARDS) ©A^Tliiil+KjESAJ: <9 £ftK*SI^# 

SCi*^*UTl^ (Koeniger R. et al. . Klin Kochenschr . 67 : 212-216. 
1989. Edelson J. D. et al. . AM REV RESPIR DIS. 143 : 1102-1109 . 199k R 
omaschin A. et al. . Clin. Biochem. . 25 : 55-60. 1992) e 
Minami^ii, 9 o- >*«S J:CfaHitt*»ft©A#TttJll+«:jE#A * 

SBri6tt#&£d££jjHfcUT^S (Minami T. et al. . Gut. 33 : 914-921. 1 
992) o 

(BPD) ^^©RAT^^S^M-^UTl^Cli^JiR^nSo 
ftb MI£*X*'J'*— t?A2ffi#£UTs JBTFOfcOtftt&tlT 
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Stoner^lib hHM*J&t**frk t HIM*** y / tfA2#**lM U 

C.R. et al. , Jounal of Immunological Methods, 145 : 127-136,1991) . £ - 
TfflOfcft«#fcti* BALB/cByJ&©^XK7P^ > F*£T5>*/<> b 

ftK^aJHO^«ttl3/ig*3|BI{C^tT, 36BlHHftaEUTl^. MBftOll 
A| i7 ^;xa- T«lBPAI-0*ffll\ HAT»*T«RLfc. **©-t**** 
*iJ/°-tfA2£ffll^ELISA&TlB^eV ?o-^/Ui/itt(PLA184, PLA185, PLA1 
86. PLA187)£Jfc#U/c 0 Ctl^OftWi t r *** 'J ' «-H?A2K*f U»*B#S 

4fc, Takayama^li, U «>-7f-JMf©B«*^6 t Mia*X*y^-tfA2* 

l^. (Takayama K. et al. . BIOCHEMICAL AND BIOPHYSICAL RESEARCH COMMUNI 
CATIONS 167: 1309-1315, 1990 ) . ::T'ffll^M», .=. hn-fe/l/P-* 

BALB/c&©v*X©J»fiK:£§l^o 2iM^ R I:*? ^t, ft 

ffiUfc«©^M:20jig*2HK##T, 28BB«lftffiUT^*-. ££K3B&> 

(X63-Ag8.6.5.3) ^Tl^So #«L 

© JlJ*** X * U y «— tfA2£ffl I ^fcELISA»T«^ffl£-r * * / * n -«>tt<* 
(HP-K HP-2, HP-3> HP-4)«#bfc. cn^OttfrOftt h*X*y'<~ 
A2CWL^IS^tt^ftt^^©^HP-lT*^o UfrU HP-1T*>*©H#£ 
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McCord£(iU =J>tf*> h t MISS*** U'*— tfA2B££»»U cn£& 
gEHitU ty^D-«l*^#U^5o (McCord M. et 

al.. THE JOURNAL OF INVESTIGATIVE DERMATOLOGY 102:980-986, 1994) « 

xm^tz%W5&&, cAFi^-7^xic7D-r y Yf&TVa'O vtm.%uz* 

X*iJ/<-HfA2B*100> 50, 25^g^fcOfc®4il^#(:^gELfcc, IMlB]l&0»£ 
£fr£5 3Btirc»fcfc«£Lfc. ftoT, ft«L>fctt«O^»J4l^200it£g*4@ 
K#ttT> 56BW£ft«l/rt^* 0 MI&©l!l!^(i^ , >^^D--7^SP2/0- 
AG14£fflt\ HATfcifreSKUfc. £tt©±m**X* U '^-*A2*ffi^fclMfi 

tt£n^ *y*o-*;ufit#(3Fio)£3M&Ufco :oR*iiKg*ffi^th*x 
b h*X* y /*-HfA2£Jfl^fcfr©»*Hitt < B#Stt#S^©fr£5 jMHWT 
$^C^3>V> (Johnson L. K. ) li> ttftffiJBAS (#£¥4-506447#&fB) 

#Tlifc<> L^t> ^J^<i:LT2m©^7 p ^ K ( t U /*— terA2E?U© 

-tr^V > h rGTKFLSYKFSNSGSRITC (N*tffr£67ffi~85tt) J JkV TNKTTYNKKYQ 
YYSNKHSRGSTPRC (N5f£iSa*£109&~ 132ft) J ) *ffll^LTl^. dOfit 

#HFf 7 - 1 0 9 3 0 O-tlCfcl^TJi, b h DS*X* U ' <— ifK2tffi 
y / °--tf A2S14£ SCt (±5IS $ nx I ^ 0 
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^^ihhT'WO^D^^o thus*** 
A2«sst < B#r * fit* t» » & l ^0*«ttT * * o 

:i*«T'*5:i^^tl^ (Suga H. etal.. Eur. J. Biochem. , 218 
: 807-813, 1993 /Murakami M. etal., J. Biol. Chem. , 268: 839-844, 1993) • 
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U fc* X * 'J ' \f A2£ \tTt Zttf"C£Z>&CWb*K'&t>tlT\, I ^ 

A2^r t pi#-r * c £ #t * * fceife l fc i i m. * x * y / <- -t? A2£ 

BP^, ij3>b"^-> hb hIIil!^X^<J^ e -^*A2^^ r >X-E^^20//g7D^ 
> F^7yaA'> h «t^U2~3OT©^llTfi-8|5]^igL/Co CKD^ds «S 

*X * 'J / -if"A2Pl#Stt Kffl 7 «y * >f & KOI^T t> X^^-^r tz 0 

(Jacobson P. B. et al. . Biochem. Pharm. . 39: 1557, 1990) ^ $ £trS 

H«li*X* U t?A2#fc»Ufc*M9SN17(pldA, pla-2, thr-1, leuB6, thi) 
(Doi, 0. et al. , J. Biochem. , 80: 1247-1258, 1976) £JfH\ HJf-^A^K 

ie:^H*fi<-r*«^*fe(J.Biol.CheiL. 261: 4239-4246. 1986) «fc 9SS£T 
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»W»Wtfe*«#^*^ ^o-^fttti^ b ms*x*U/«— tfA2 

4 J fccfctf r/WrU K— ?1 0. 1 J frfc* ft<*©H«tfL 
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i£^ij#^3 (Hft) K*to tMttEWfr£TO3*l*7$y»EH** 
g£^J#^2 (LM) , (Hft) IC***. K— 7l 0. 

1J Koi>m^wllil!W*ei»5 (Lft) x S2^'JS^7 (Hft) 
-To ft**I!flfrfc*»*n*T5yftEH** EW#*6 (Lft) * E 
?ij#-t8 (Hft) K^-fo ) 

(D t hfi*IIS*x*V'*— tfA2©S&£PflWU frouvua*iig***'j 

(2) ttwic tt-fr u 1 1 a * x * u / «— tf A2 * ftffl * * ^ ^ o - 

(D ,^7'»J K-V12H5 (FERM BP-5300) , /W7'U K— ?1.4 (FERM BP-5297) 
£/cte/W7''j K-vlO. 1 (FERM BP-5298) ©tvfftfrCcfc OM&ZtlZ* S 9 

p-t«^ < ii*©-»#**fc* ttzttztibtmmvu® 
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© ss?ij#^9-2 o ©ivrnrfMc^snsr $ smwrnz tzte&ri ;ms&\ 

(D ©-©©<, vftifrtcEtt©*; * D-^ftttS^i** 
® /W7"J K-^T*S®Etf©*fflll&o 

£DNA 0 

© E?iJ#-tl> 3> 5£fc{i7©l^ft7!N:*$n£&£E?iJ£fc(igi£gE 
© ©£fc(i@©DNA££t;&&;i / <**-o 

© ©~©©^-rn^nE«c©^y ? a-i-^tawttzte? >'*9R%$vum 

tits. XmWT^i li> 7$/Ktt{-#»wBUeii<K<^ Ti y 
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■7^x©tt*^T^*-r-5-ilCi^^$nSo £fc> ^OIBrK-FCab' )2, Fab, 
Fab* Wit. mz.lt, m^tltzijiW^hVf^y, ^^V^ <<7i/>frt>teZ> 

$»M©A>f7iJ K—7> ffi^tf'WrU K--7l2H5> 1.4, 10. Hi, ftS©« 
/c36 v 7 x © «t -7 ?7 X ©#f&MSfflli&P3 x 63Ag8/Ul (P3U1 ) t £3Ti£> ffl*. I* 

12H5, 1.4. 10. Hi, *fteft&©a$*K£ftT^* 0 
/W7'J K— 7l2H5CM-r**K : 

£>T£ : B*HK*illlo<tfT&3KlTB 1*3^- (iUM#-^3 0 5 ) 
(d) «ftQ (IR*ltB) ¥fi5c6^1 13 2 2 0 
('O £fE#^ £ftffl&3Fm5300^ (FERM BP-5300) 

K— el.4Kl»*-4*l£: 

£ffc : fiffi^^^XH^«K4^X^XHft«W%m 
£T£ : B*HR*»o<tfm*lTi 1*3^- (*»*3 0 5) 
(a) ^ifcB (MFttB) ¥J&6*?U 1£2 2B 
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WO 96/20959 

(/ n ) £IHH§- &*»*»»5297^ (FERM BP-5297) 
M^ij K-^10. urM"f**i£ : 

$>T& : B«R«*-3<tfTW[lTll»8^ (i«ff3 0 5) 
(p)«6B UHFKB) ¥£6^1 1£2 2B 
(/n) £f6#*f ^*W*»»5298^ (FERM BP-5298) 

?J\'&M. / J?'&ffi i £1& (Dalbecco' s modified minimum essential medium ; &>T 
TDMEMJ £W^*)K*s/IfcffJfii»U L-/;u*5 b°;Hf> 

,wf7y K-^©**«a#N ^*n3 7X;i:T5 0 /o3f^ 9 5%£ 
a©SWIT2~4 Bilk *ti2.6,10.14-rh7^f'/^>^'r^> 

TJUKV yf-ttSl) T'lijMg$n/wBALB/c^vOX©Klgrt('T10~ 
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J:oTJ|t«Mt»*ffoTiStt**-«^ «*iiF(ab')2, Fab, Fab\ Fv£#* 

T /f 7 4 y ? ) o 

tfcTWC** ( Duncan. A. R. et. al. Nature, 332 : 738. 1988 ' Tao. M. et 
al. , J. Exp. Med., 178 : 661-667. 1993 / Lund. J., J. Immunology. 147 
: 2657, 1991) . titZs *m* £FcgB#HE#&X.S - 1 1> °!&T&Z>o 

«*«{*:©-»*«;* >^|^i^:i«U>. *©£-3tt*/*a 

7 0t# (chimeric antibody) J © ffitfttft£ff* (SfclMnlMM/KT 
TCDRJ (complementarity-determing region) £B&l!rO ©^^^X^©!^ 
££©7 jyiw^f), -tOflbOffiWik hfi*©7 $ y BEfllfrbtt* 
JJvfr^ gp-t>l^v^5 l"t Htffitt (humanized antibody) J fr&lf&tl. Z.tl$> 

<Df>(-?<DtfLftb*&WK**tiZo ztit><D r+^ft&j ttzit r b h-fktJt 
#j it, mz.n. ttWD'^yy k— nrs«**fcttCDR{c»je-r 
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Z>Zt\Z±->T. %%%fr%%K®fetZ>Z ti)<*l&V3bZ> (Int. J. Cancer, 44, 
424—433(1989). Proc. Natl. Acad. Sci. USA. 87, 8095-8099(1990 MMR) • Ztz, 

CDR«#©ifiiM^**frDNA#*t>ffaTfc!K ifcltEMtf2, 4, 
6 4 fctt 8 I ^ft^E$fc©7 $ y »EW * fcti*© C DR«^3-Kt5« 
E?iJ£^i;D N A , £ fcttttD N A©££K?"J© 1 ^£ fcli«Bi©*&*K*r t£ 

*©©&> fctt# A*ff -> fc*MEw**-t * d n Aae-?*fctt*®- 

^Ali> W^tff^t^t^S (Gillamn et al. , Gene, 8. 81-97(197 
9)> Roberts et al. , Nature. 328, 731-734(1987)) 0 Ztz, SfctlfcXIMttE 

?- : Jt4 X-fls-fe&MRl (Annu. Rev. Immunol. . 12, 433-455(1994)) 

Wffi^€»ns. rtntstttj noivttt, nffwciB. &tt©*ife«ca 

oT, £$#j&<ggr:l!U6**w<fc#^tlT** (Nature, 321, 522-525(1986) :S 
cience. 239. 1534-1536(1988) :Proc. Natl. Acad. Sci. USA. . 86, 10029-10033(1989.) : 
Proc. Natl. Acad. Sci. USA., 88, 2869-2873(1991)) . tt*>\ Cin£©:£iR3K«fcn 
li\ rt KkftttJ £Mrf *iU CDR»ttO*t hJBW©£»©CDR£« 

&$n*t (BPt> rt Htmu ©»#»***-r*«;#/ rt hgg 

ttttttJ > <tUT> WMt*tt*CDRrt<i&*«b HJKfl.©£*©fit 

l^k hfit(*:ii> #J*.ii\ Pag-lffi& (Hughes-Jones. N. C. et. al. Bioche 
B.J., 268. 135-140(1990)) > WEA$i# (Goni, F. et. al. Proc. Natl. Acad. 
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Sci.USA, 80. 4837-4841(1983)) > I T H 5 — 2 fflfc (Chin, L. T. . et al. , Immun 
ol. Letter. 44. 25-30(1995)) > 1 T C48tt# (Ohlin. I. . et al. . Mol. Immunol. . 3 
1.983-991(1994)) ?*ofc©T. ZtlbtoWW l"t hffcftttJ *ft«**© 

4fc, M^ttttJ co^Tfc. W^i:toT, S«#*<M^«3ft 
-f * d ttfnTtBTfc* (Nature. 314. 268- 270( 1985) :Proc. Natl. Acad. Sci. USA. . 8 
4. 3439-3443(1987):Proc. Natl. Acad. Sci. USA. . 84. 214-218(1987). Proc. Natl. Aca 
d. Sci. USA.. 81, 6851-6855(1984)) 0 

^/cJil^S^OKf^ab' )2, Fab. Fab' W^n5, 4^ dtt&©* 
J*>£tt*. «*©*ttfi*. ^®7K> 0.496©^**, 0.396©/U 

(DmmMmx'&>), ^tT-«wtwia^^tt®«*WLTi^^o cft£>© 

Mli, «fflTH»©i«tt*i:J:^"CiMlt-*-i*nr*4. -ti&firttt 
(i> MHkfflk *8Mt*W©J:-5tt* ^W*frfc£-3tt*©KMtt**l*tt 

{zmztizmm. mm. mh- v »j ^ ^ ,j ^ 

*o «nfii:a^*5fi«iio*ioia^ s»tt««-»©«rt«#^K» 

4fc(ilflI©ft«*fflC^Ttf-5C<l:*<nrtET*0x TRemington s Pharma 

ceutical Science, l&iSJK, Mack Publishing Company. ^> WI/^-7flH-X 
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h>(1980)J CE«$nTl^. 
lffi©&lgiftlg 

glli, 12H5. 10.1*5J:tfl. 4®>J^t"t>ht h IIfi*X*U/«-*A2©x 
B2(i> 12H5, 10.1*iJ:tfl.4©7? hjfc/M£E&**X*ll^---tfA2 SttK** 
H3M\ 12H5, 10. 1*5 iCf 1. 40 »J =i > h:^- > h fc r IIS*X* U '*-*A2fttt 

cart 

H4l±. 12H5. 10.1*J:CR4©7y MIfi*X*U/«-HfA2JSttlIirt-5!ft* 

EI 7 (i, 1. 4©fc»»ttJfo/M£a**** U /*— tfA2fSttlwJ*-r*MflPffl«: 
08(i, 12H5, 10.1fc«tt;i.4©BRL-3AJaiiac^Ufc*X*U/«--tfA2*jW 

B9ti, L4©HiHsJ:tfL«Br*«cDNA©r>*-KPCR^o--> 
^©^S-^-fo 

B 1 0 4© L *© »J«»*© c D N AEWfc J: WRStlfcT $ 7 8?K 
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mi lttfitm.4©Hm©BT««*©cDNAEWi3^^»K*^7$ y»E 

So 

B 1 2 tt 1 0. 1 © H fife £ ^ L « TOW* cDNAOPCR^B-i>/®*ft 
H 1 3 l«M*10. 1© L c D N AEW*? J:CfHR*tlfc7 S / K 

0 1 4 {*ifcf*10. l©Hti©pJ£«c©c DN AE*WBJ:tf«R3*lfc7 * ^® 

ffi-f*C£i:«fc9ftbtl*JK 'J3>t^> ht HI8*^')^- tfA2©* 
©E^iir ^T#§iFf 5- 192167*&«Ett©2r fcK* UTfr fc« 
b) feflELfc»MmBi©Mg 

* > h t h 1 12 * X * 'J / <- -fe?A2£-E^ 0 20 n g. 0. lml©£g&££7jc{::&8? 
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A2£l3&fi©7 o 4 y Y%ikT h <tiS£ LTJWMfc***: t>©T7 -X 

cj /N^yj K--7l2B5x L_L 10. 1©M1 
±£T«RUrt:IIMBIte (lxl0 8 ffl) £-7 7X#ifi)8*fflI& P3x63Ag8»UKP3Ul) 
(2xl0 7 -(@) >r-7-i:^UX^-r>©^ [Nature. m256ggS495H (197 

5^) #BS] (CcfcOSH^L^c BP^IMBIiatP3Ul«fi*DMEHTttlali5fc*Lyi:«> H 

£&£U cn{r37^(:{*?gL/c50% (i/v) l'Jxfi/>/'j3-/K->M 
^#^£3350) *^-t;Dmul*15}-IB*KUTlJlt^T^*l-in^.feo 

^l>#*tU ±W****bfc*> HAT^ife [ttf*^>*> (1X10- 4 M) , 7; 

y7°^'j> (4xio- 7 M) x *i*J> (l.6xio- 5 M) zmn Ltz\Q% 7 iMrlf 

10'ffl) ro^ffiUfc. llB&l^ife©¥ft£^ll&£U ±EHAT***llPA 

Xf^fi^l/- Mi*U XK24fi7*7Xf-'y*«7*l/- Mi*U 7^77° 
fiJ>^(t>B li±J£ U fc t> © i 1^ U WC^f* U o 24ft 7° 5 X f - »y * IS! 

7°^- nd*±m*ffl^Ta;i*:Stt©watt*d) ©parens-*- 

e) ©£8rC**B#ffitt**£Lfc. 



- 18 - 



WO 96/20959 



PCT/JP95/02714 



r>Tm&.ztiz*s ?a-i-ji'VLft&*ti?tims. 1.4, 10. 

d) J^Z^jg (EL1SA) fet^L^EfeiSEOfflt^ 
96^¥Ev>T^o^>f ^-^l/- h©^x^ (TO »cff3RUfc»J 3>t"^-> 

h t MIS*X* y/<— t?A2£20nl h U Xili@&i£zk (TBS, pH7.4) T'0.05//g/ 
mlK&PU 100^1iTo»U jg^^T-l^KGMfUCo «K 
£g T> l%BSA£^frTBS£200# lTo-«]U 37 < CT1^#SU^ &-7x;WD 
*®^SP^7'p^^L^o 0.05%'y>f->20 (Tween 20iS.Fn£) £^ 

fTBS (TBS-Tween) *ttTlk®ft**»^ fc. 'W7*U K-T**±«MW4** 
UlilIlitii<*:iD a D^> 0.2%BSA£^t;TBS-Tween CBSA- TBS -Tween) U 
100 0 lfo#^x ;WC«iiQ U ^^T2B# fflRfcZlTi tz 0 

fttmm~TBS-lveen®mT'&c&'&. BSA-TBS-Tieeng«T2000ffi#fl L/cg# 
7if tx;l/t+yf-t'iltii;7^xt«;# (1M> v Ktt«) £lOO0l1"-3#* 
x;KC»U ^&T'2IW£l££fTo7Co ft^JtKTBS-Tweenig&T 
^SSiUT, 0. 006%i§8<fc7.Mt7K> 3fctfK0. lmg/nlOS, 3' , 5, 5' - 
■Th^/^-Jl^yi-^>^V0. \M&m- h U -7A^ft (pH5.8) 
*100//iro«JniLx ^fi-C30^H»Etfco»fi^ 3M«[»*25^iroJiniLfi 
I&£f*itU 450nm®i2bt££«Lfcc 

e) *x»U/* c -HfA2fflggttgD«fl% 

tD-^;l/>r ;Xh'i- (Pepinsky. R. B. et. al. . , J. Biol. Chem. , 261(9). 4239-4 
246(1986)) £^&&U JKT©^T«U/Co 

'J =r>f^-> h k hIIi!*x*U/'-^A2»5!lSS0.5ng<!:^a±»^(±ffi»i/t 
tt^u D n£150mM tt<k«^ h >J7A£12.5 ■lUDttftrt/l'v"* Afc J:tf250//g/ml©^ 
jfilfjf T7U7' ^ >£^£;125niM h U Xi£&iig®&(pH8. 0) 100 0 ltTfSWK^ 

fc*MSN17©*- H 7 1^7^,5.25^1 (53J^ftl0^cpi) &&j£ttt:&2lDU 
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SSffJtfc* 40w/il© i l s Jll»T;^S>*25^liniT»*tfc©^* 
*T30#Pf8JfcELf.:o 

i; fc« * X * U ' «- * A2S& £ Lfc. tit*© * X * U ' *- *'A2«tt (I *tf * Pfl 
X*iJ/*— tfA2JStt) ) x 100 

l/-f >»**0ii**fc*»*©*- ^ U-r7'^p D n (i#^¥5-192167^^8K 

a) g^_gjz±2k&i&©M£ 

BALB/c&8£^97^ 4tt5-6attir2.6.10.14-r h7^M>^r^?> (7 s 
y?-?t±m 0.5il*ttttrtffl&Lfcfc* 14-21 B&K5X10 6 «©" 
^ 7 - u j,*_^^^gflft|4ji7K0.5il«r»»l/Tttttrt«:ftai/fc« 10-20 B&Kg 

b) »q-+ji4ft.(*©»« 

c©awc^o#a*^«LT3P»«r**^ w*©a»iHtT 

fc£ta*.> *±T-*MM*Ufc. 4Ufcit«M^«L, ^*©0.996©«Mfc 
^hy^A^tr0.1M«M«f*tt (PH7.4) K**U -ft4^CT100«*© 
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Rb'WsTt >^<77 7 -tM¥Ml/: TProtein A -Sepha 
rose CL4B (7 7/^/7tt8) J ZftmViz* ? I* Vf**? K#Va-^20i 
1) ll^ltx ^ >f-f y//^77-3*7i»?iTftf Lfc. ol*W? M: 
^*n*«lB^<y7T-^3*7A$iTIgG*gaiU/:o «itlUfeIgG{±. 20mM 
h'JX««f^<S* (pH7.4) ii:^U^U.:tiWI D D niU:o iI#J&7.K 
U13 95M0igOIgGjWlt>tifc. 

T\ &*12H5 (IgC2a) ^ 1.4 (IgG2a) , 10.1 (IgGl) tfc%.Ltz 0 

77 HPRP (Mn^mff-Mft) trl/5S©ACDifc (65mM©^x>^i:85mMO^i> 
»^ h ?A££t;2X (w / v) 07' K^«tt) £i&&nU 2500 x gTlOfl-Hag'O 
L/c 0 fctiSUfcjfo/M^lml&fc^ x 10 9 *ffiI§(:£:Sci;9 dACD/FlO^ife (1:5) 
(F10 ; GibcoftM) il«mT»»Ufc^ 2500 x gT10#WaU>Ufc« $ «s> 
KftRUfcjfiL/h«£lil*rt:92 x 10 9 iilia(:^^ci:9(:F10^itilTII!S®U/cOt> 
(I. S^SS*<2inMfe«J:C;2.5unit{C/X5«t^(rlM©^b^;P'>'7A fc«fctf2500u 
nit / ml© h o > b">*0»:jSira U/c c 
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*0.1WMM« (PH6.0) TWbU««**«TO (£<fc*X* 
m) (x=iy*7A;*7^X20ii;BIO-RADtt«) K«Ufc. * 

?J>CftMt (0.51 *fb*hy*A*«rf). llMMMtt (PH6.0) ) *20talfl. 
«LT*fl«#L^ *W* (1.51 SWt* H 'J ****tt>- ( > 

# 5 A (iCAPCELL PAK C18 (4. 6mm ID x 25c. ; K&SS) > HPLC->XxA(iLC- 
4A (ftftSft&rfi) f^Tlml /^©MTffofc. Mft*^o7r 

o. ix h y 7^aftiffm, o~50%r* b y ;u© y^r^** 

7 >y MIS*;** tfA2£Lfco 



D .^: X HJ- (J. Biol. Owl. 264 (10) , 5768-5775 (1989) ) ©t h 

rttfc*. kK 7*WA» *3J:t)PRP (A* 

«ML») *W»U *»M2rilCtt*J:-5^EOTA*«lBUfc*«^ 2500 x 

rciwwwi4>*OT»ii*niRtfc. M*i2iwi©*<k^ h y ^^©edt 

A*«;8(WI h 'J X*WM« (PH7.4) i:ISU SAC2500 x gT10*«*<M: 

uz 0 z<Bmft*uBffi-7i&* ®t>titzmmz\*\*>KM x lo'MsKtts^ 
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IClMWfflMM- h U A£2rt©EOTA*«f80iI r 'J Xi&»&«r& (pH7. 4) TR® 

(BIOHC 7040 ULTRA SONIC PROCESSOR : -tr-f 3-*fc£! : output 80, 151* x 6®) 
«Tofc. #&nfc«Ba***#«**+^W^I"*«^ fc *- 4^10000 x 

*T80£M&l/±JII*IBiRl,fc. MKtt3 6fcaM>±*©l /3£©0.18&£ 
©M«in UTfflMM*. *+»=6WWBtt«l/fc. 4^10000 x gT 

A£-£t;50BMftKttfJ« (pH4.5) JI^LT— ft2W*ff*^-3^o i£tfr&> «Jfe 
®M£4X;T15000 x gT40#Ha'i>Ufc±»£l3|iKU ifo/Mfc***** »J '* 

IgGSS^BSA- TBS- TweenT'10//gM£U 3tefcft£?lJ£f1MRl/fco £»0J 

#7? MIM^7,^»J^ 0 — ir*A2ir^-r^^MS014^^^o 7 v MIS!*** 
ij/*— tr'A2{I^-r^ELISAIi, ldND V 3 > L't- > h b h U> ' 

— tr*A2£7 y MII!#X*y'*~ tfA2Ctt*JM.TfT-9fc. 

L/wo 12E5> fc«fctfl.4K(i7? t?A2^®£2l£l£tt#Ba£ttfc 
10. UZli&mBJfc&li-Utibtitefr^fco 

® ijn>t"t>ht nifi*x*y>*~ t?A2(c^-r^Pfl#sft 
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mmm 1 a>o»x Mia*x*y/<-*A2*«<r\ *** le)(:1 
laBJsJicfi. 4«io /bi / ■io«T*x*y/<-tfA2«sm*ai«^B«tfc. 

10. ltt3^g/il©WKT80W)B»»li*tfc- 

(D ^ v h i \m * x * y / *- -t'A2(c^-r £ 

Hffifl 1 e)© U a > fcf*> h k HI1!*X* y /^-tfA2**lM"J4a)©5 » r 
IIS^X^U/^— lfA2»««a (0.5ag) ;rg#^x.T> *X* »J /<— lfA2{w^1" 
5B»Stt***Lfc. 'J'*— tfA2<!:ift#*I 0 D D £7i/<< 

»=*W*B»**H4^Ufc. l2H5fc.fctfl.4li5? HIB*** »J *A2© 
igtt£*>E£U *X* iJ/n'-- ffA2Stt©50X*B$-r5©fwi^S«tS:{*fiSlil 
2H5T5 /i g/ilTfc -5 fco 

(D tK 1>vk *1M^ *=U jfc/WRS*Iia*X*U^— tf 

A2«l*frrSB#Ste 

ggffiffl 1 e)© U n > t: ^ > h t h I IS*** U ' °— t?A2*£jH'b«tt5Wft©- 
£fi (20**40*/ 1) K«***.Ts *X*y/^*A2irtt**B«ffitt£»J£L 

17i:^U; 0 12H5, 1. 4*5 J: 10. lttb hJh/NRS*©*** y/«— tfA2ffitt* 
ij 3Vt ^> Ht Hlfi*x*y'<— t?A2Stt<!:BI»KB#Ufco 
2^HBj©ijn>b"^> h t MIS*** 'J'*— t?A2K#tSftftti^©t Ml 
B*X*y/<— tfA2©iStt*B#-r*iB***LTV^fc« **IH©tfci*tt 
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jfffltt <HRL-8A:*B*«*J:9*A> *96^?MR*«^l/- h (FalconftS) 
TF12K / 10XFCS (F12K : *B *MEtt8) *ffll^T**Lfc. 3 > 7 *i > r £ 
L ^»KO«*tt * * * > 4ng<D * 2 5 1 TflHI U fc »J 3 > fcf * > h t h 1 1 M * * 
t?A2£^t;F12K/ 10XFCS^50//I^nL37 o CT-1'>^i^-v'9 >U * 
X* <)/?-• tfA2*tt»irtt-frS*fc. m^^p a p^^t:F12K / 10XF 

CS^/c(iF12K/10KFCS^50^1^aUgC2BfrBM>^i / <-->3 >Uz 0 4 

gt#©*ffllfefr & * X * U > °~ Hf A2* ifili-r £ S&iix Ssj&O Uc * X * >J > <— fe' 
A2©tt»S&ttfr*. tfA2*MKlS^*F 1 2K/1 0%FCS^ 

8toU^>*a^- hUfc(!:#©««Ott#iStt*3I^A:fl[*l 0 0 96£UC* 

ij3>b't> h t hIIi!!^X^U^'--fe'A2© ,25 IT©mm(iJ^T©^i* 
Tffofco IODOGEK (b ( 7XliI) lO^gTu- h Ufctf^XlOMffcSOjig© 'J3 
>b"V-> ht HIg***y'*~ fcfA2^t;100mM© K V *£BMIStt (pH7.4) 
100il*Sft]U 100mCi/ml©Na 125 I (ICM±«) *6if«l*lnLfcll. 20a-IMffl 

j£©Na 1 2 5 1 li y;Hij8fti: J: fp&H^/Co 
^X^y/°-^A2^^$^^^E(CS^©^©tl^^D a a ^»LT'r 

A2**-9fc<a»Uttir^ 12H5, 10.1fc«kc;i.4ttMttffW^ai»J:0*^* 
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cDNA^D-->/{:^^^>^-RNAti TQuickPrep Micro mR 
NA Purification Kit (7r^'>Ttt«) J *WBl/CftlO'«©'-f K— 
T««fr&fft*Lfc. (Extraction buffer) ?ftft& 

flU *'j3*dT-fe;H3-X (Oligo(dT)-Cellulose) fcffi^TmRNA***L 

tfrftl. 4©H*fc«fctfL*nr***cDNAli r5' RACE Systei Kit (4*^3 

i^^u 7 Kfcjws^^-fcJ^fcfcW* (SUPER SCRIPT 11 Revers 

e Transcriptase) *«ffiLTl H©^ ,*>* + -RN A*Mfcl/r-*» 
cDNA^lfc. ::T«JiUfc^^-liLiTlirGSPlL (5'-G 
GCACCTCCAGATGTTAACTGC- 3' ) /B*»*2 1 J T% H»Tti TG S P 1 H (5' -G 
GAA(AG)TA(AGC)CCCTTGACCAGGC-3' ) Tfcofco GSP 1 

H©BHTS«rt©EaUi* IttKttfcr****^ &< : > *S<ktt^fcm 
RNA^RN a s e HtlTfl-ffcUfc** TGLASS MAX Spin Cartridgej (IT-* 
icDNA *WK Lfc. dCTP mVim?** ^^tfKh7>X7x 
.7-^ttfflLT-«cDNA<D3' 5fc*K*V (dC) f-^*tt^*fc. 
H«isJ:CfLil^*«««fiK^ (V) (itf'J (dC) f-^^O'-JvFM 
-r^T>^-7°-7^-7- (5' -CUACUACUACUAGGCCACGCGTCGACTAGTACGGGI IGGG1 IGGG 

HC-3VEWW2 3) fcitffciMwae* cc) t'wr'J * v^m-^-f 

5^-7-rGSP2L (5* - T ATAGAGCTCAAGCTTGG ATGGTGGGAAGATGGAT ACAGTTGGTGC - 
3' ) /Wm% 2 4 J ( L ft®«*) t fcl* r G S P 2 H (5' -TATAGAGCTCAAGCT 
TCCAGTGGATAGACC CAT)GATGGGG( GC )TGT(TC) GTTTTGGC- 3' ) /gS^J##2 5J (Hft 
©££) ^ffll^LATaq (SSitttSSi) GSP2H 

©BWTWrtOEWtt. SIi:Sf^^^. COPCRS^I- 
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i/t#l 0. 1 0H8fcJ:tJ r L«nr£fS«c DNAIi marathon cDNA Am 
plification Kit (^n>r-;^) J fcttJBUTHl 2O^tMl//: 0 "f 
£frt>> marathon cDNA^T^^-J *5 J:tfa£CW**«ffl UT 1 ^ g© 
^ »-b>J?t-RNA*lffli:l/T-*«cDNA^l/fc. 
£ {wRNaseBx DNAtf >,M-7~ if I CDNA polymerasel) N DNA-7-f ^-X (DNA liga 
se) £Rj63-£TZ>MlcDNA*£jKUfco £©&SttKT4 DNAtf U 

(T4 DNA polymerase) ££fi>£-£T-*l£ c D N A£¥ flM^liKfcLfco 
T4 DNA ligase£{£ffl LTMarathon cDNA7^7*-£— c D N A Kig^Stffco 

Higfect^LMij^M^itfe^ cv) wnrrt-t'^w v mm-zr? 

i fcj:^7^ G S P 2 L (Li®^) £/ciiGSP2 
H (H*0#£) ^l>TLATaq UT^d**^. - 

©PCR£lStt£ 1. 2 % 7 # P - X ^um&frlfr KtW t ^C^HStfcitfL 
mttoto5 5 0-5 7 0*g^fti£{:#^<> WtftajTfcfco 
E?iJ8t£©fc© TTA cloning Kit U > t" H □ x x J LT P C 

> h©3f A£*l/cp CR™I 1 7°5X = ^KSJ Ml 09©3>hr>h 
Hr;U (SSaSttHi) d h 5 >77 > a > Uc c 7'1/- hiCtT^/:30 
^-*>J:tfpCR™I I y m&L-tZ T5\ ^^-UD (5* -ACC 

GAGCTCGGATCCACTAG-3' ) /Wm^2 6 J fc.fctf T 3 1 ?7>f^-DU (5* -AT6 
CATGCTCGAGCGGCCGCC - 3' ) /Sd^J#^2 7 J Taq^'J^ -7— -tf (Sfijft 

ttJR) *ffll^3o--PCR*ffo/:. J|fiUDNA77^ > h£l. 2 
%7#P-xy/UM^&IlKJ:9##rU ft 6 0 0-6 2 0i|S»O7 7^ > 
b#ift«|iIUcPP--£ffi{*l. 4LHtroUi3 7P->, Hil(:oc>Tli4 
*p-> N 0. 1 LMtwOi^Tli2 HHCo^T(i4 ^p 
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->*MKUfc. #^o->©*»«*»«^ TQlAwell-8 Plasmid Purificati 
m Kit (*7y>4t*) J *«IBLT^X5 KDNA*B«Ufc. 

IK tfcliL»TliGSP2L, H«TiiGSP2H*ffl^T TDNA Sequencing 
Kit (/ «-+>i;^-tt«) J *«JBUTBWfc*&fc«n* r373DNA Seque 
ncer (ABIttS) J *B^T«Wf*tTofc. ft* 1 • 4 ©3o©L 
4o©Hll£#ll1$©?o->> *5JiC5ttf*l 0. 102o©L««*tti'J:tf4 

Rtf2)tttt(*l. 4©L«tIol^-C. HI 1 (E*J«3RCM) I4tt<* 1 • 
4©H«iro^T, -en^«**©c DN AEJlJfci^T ; y»EW* 

4 (KHt^7Rtf8) ttffitfl 0. l©HWlo^T, *n*'npl«*«©c 

Efllli£a**9~l K 4©HB©^»CDR«lttEW»*l 2~ 

14^^10. 1 © Li©f 1C D RE^IiE^Jff 1 5-17,^10. 
l©Hi©fSCDRE?WJt^l 8-2 0C^'n^ntl^ o ) 

**«6-c=»bnfc«;(*i. 4rwio. i ©Ha* *cfL •»««*© 

7 : ;tEJHi*tn-y'-0ll^ htt#*G e n B a n k, EMBU SW 
ISS-PROT. PIR> PRFf-^<-^«k0^U:, **o$M** 
(iBLASTP 1. 4. 8 MP (Altschul, S. F. et. al. J.Mol.Biol., 21 
5. 403-410(1990)) 7o/5 AT*E»Ufc. C©£^ ttttl- 412, #R(*P 
ag-lfttt (Hughes-Jones, N. C. et. al. BiochenJ., 268. 135-140(1990)) 
*WEAifr(* (Goni. F. et. al. Proc. Natl. Acad. Sci. USA, 80. 4837-4841(198 
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3)) ^tll^oy-^l/Tl^C^WWU. 0. ltifl 

I T H 5 - 2 (Chin, L. T. , et al. , Immunol. Letter, 44, 25-30(1995)) > 
I TC48tt(* (0hlin,M.,et aL.Mol. Immunol. , 31, 983-991(1994)) *«(^** 

v ? x jfti/jNfi &*I I M * X * ij ' -tf A2 1 ^"T ©T\ %1kWto t L 

X* i) , A2#*©^!8©#iSfl:& 5 C Mi-t ©WHO— WC* £ C £ fc^Brf 

J8t (MOD > Acute Respiratory Distress Syndrome (ARDS) ^ >7 u— >ffits£lf 
&tt&&EffrK«B&£ Cfc£-5ll*) > *r£JWR*M«& CRD 
S) , »«WJ*J&j£ffi (BPD) , *©4tfc) OfeiitLTfffl^^^. 
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mm 

&&m^ : 1 

: 393 

EMOM '■ 

E?IJ©S® : cDNA to mRNA 

mm 

-t?;l^-f > : 1. 4 

ftWiZm-f^ : CDS 
: 1 .. 393 

E W 

ATG GAG ACA GAC ACA CTC CTG CTA TGG GTG CTG CTG CTC TGG GTT CCA 48 
Met Glu Thr Asp Thr Leu Leu Leu Trp Val Leu Leu Leu Trp Val Pro 
15 10 15 

GGT TCC ACA GGT GAC ATT GTG CTG ACC CAA TCT CCA GCT TCC TTG GCT 96 
Gly Ser Thr Gly Asp He Val Leu Thr Gin Ser Pro Ala Ser Leu Ala 

20 25 30 

GTG TCT TTA GGG CAG AGG GCC ACC ATA TCC TGC AGA GCC AGT GAA AGT 144 
Val Ser Leu Gly Gin Arg Ala Thr He Ser Cys Arg Ala Ser Glu Ser 

35 40 45 

GTT GAT AGT TAT GGC ATT AGT TTT ATG CAC TGG TAT CAG CAG AAA CCA 192 
Val Asp Ser Tyr Gly He Ser Phe Met His Trp Tyr Gin Gin Lys Pro 
50 55 60 
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GGA CAG CCC CCC AAA CTC CTC ATT TAT CGT GCA TCC AAC CTA GAA TCT 240 

Gly Gin Pro Pro Lys Leu Leu He Tyr Arg Ala Ser Asn Leu Glu Ser 

65 70 75 80 

GGG ATC CCT GCC AGG TTT AGT GGC ACT GGG TCT AGG ACA GAA TTC ACC 288 

Gly He Pro Ala Arg Phe Ser Gly Ser Gly Ser Arg Thr Glu Phe Thr 

85 90 95 

CTC ACC ATT AAT CCT GTG GAG GCT GAT GAT GTT GCA ACC TAT CAC TGT 336 
Leu Thr He Asn Pro Val Glu Ala Asp Asp Val Ala Thr Tyr His Cys 

100 105 110 

CAG CAA AGT AAT GAG GAT CCA TTC ACG TTC GGC TCG GGG ACA AAG TTG 384 
Gin Gin Ser Asn Glu Asp Pro Phe Thr Phe Gly Ser Gly Thr Lys Leu 

115 120 125 

GAA ATA AAA 393 
Glu lie Lys 
130 

E*J«- : 2 
ETOOfiS : 131 

jseMcom -rum 
mm 

■kJUyj > : 1.4 

e m 

Met Glu Thr Asp Thr Leu Leu Leu Trp Val Leu Leu Leu Trp Val Pro 
15 10 15 



- 31 - 



WO 96/20959 



PCT/JP95/027U 



Gly Ser Thr Gly Asp He Val Leu Thr Gin Ser Pro Ala Ser Leu Ala 

20 25 30 

Val Ser Leu Gly Gin Arg Ala Thr He Ser Cys Arg Ala Ser Glu Ser 

35 40 45 

Val Asp Ser Tyr Gly He Ser Phe Met His Trp Tyr Gin Gin Lys Pro 

50 55 60 

Gly Gin Pro Pro Lys Leu Leu He Tyr Arg Ala Ser Asn Leu Glu Ser 
65 70 75 80 

Gly lie Pro Ala Arg Phe Ser Gly Ser Gly Ser Arg Thr Glu Phe Thr 

85 90 95 

Leu Thr He Asn Pro Val Glu Ala Asp Asp Val Ala Thr Tyr Bis Cys 

100 105 110 

Gin Gin Ser Asn Glu Asp Pro Phe Thr Phe Gly Ser Gly Thr Lys Leu 

115 120 125 

Glu He Lys 
130 



mm^ : 3 

&?IJ©:g£ : 408 

&m®m : mm 

mnomm •. cdna to mrna 
mm 

-tJls^J y : 1.4 
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#m£snr ib^ : cds 

&&&& : 1 408 

e *j 

ATG AGA GTG CTG ATT CTT TTG TGG CTG TTC ACA GCC TTT CCT GGT TTC 48 
Met Arg Val Leu He Leu Leu Trp Leu Phe Thr Ala Phe Pro Gly Phe 
15 10 15 

CTG TCT GAT GTG CAG CTT CAG GAA TCG GGA CCT GGC CTG GTG AAA CCT 96 
Leu Ser Asp Val Gin Leu Gin Glu Ser Gly Pro Gly Leu Val Lys Pro 

20 25 30 

TCT CAA TCT CTG TCC CTC ACC TGC ATG GTC ACT GGC TAC TCA ATC ACC 144 
Ser Gin Ser Leu Ser Leu Thr Cys Met Val Thr Gly Tyr Ser He Thr 

35 40 45 

ACT GAT TAT GCC TGG AAC TGG ATC CGG CAG TTT CCG GGA AAC AAA CTG 192 
Ser Asp Tyr Ala Trp Asn Trp He Arg Gin Phe Pro Gly Asn Lys Leu 

50 55 60 

GAG CGG ATG GGA TAC ATA AGG TAC AGT GGT TAC ACT AGC TAC AAC CCA 240 
Glu Arg Met Gly Tyr He Arg Tyr Ser Gly Tyr Thr Ser Tyr Asn Pro 
65 70 75 80 

TCT CTC AAA AGT CGA ATC TTT ATC ACG CGA GAC ACA TCC CAG AAC CAG 288 
Ser Leu Lys Ser Arg He Phe He Thr Arg Asp Thr Ser Gin Asn Gin 

85 90 95 

TTC TTC CTA CAT TTG ACT TCT GTG ACT ACT GAG GAC ACA GCC ACA TAT 336 
Phe Phe Leu His Leu Thr Ser Val Thr Thr Glu Asp Thr Ala Thr Tyr 
100 105 110 
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TAC TGT ACA AGA GAC TTG GAC GCC TGG TAC TTC GAT GTT TGG GGC GCA 3 
Tyr Cys Thr Arg Asp Leu Asp Ala Trp Tyr Phe Asp Val Trp Gly Ala 

115 120 125 

GGG ACA ACG GTC ACC GTC TCC TCA 4 
Gly Thr Thr Val Thr Val Ser Ser 
130 135 



mm^ ■ 4 

g£^lj©^$ : 136 
g2?IJ©S : 7 i J Wt 

mm : f>'<9* 

-bJUy>(> : 1.4 

e m 

Met Arg Val Leu He Leu Leu Trp Leu Phe Thr Ala Phe Pro Gly Phe 
15 10 15 

Leu Ser Asp Val Gin Leu Gin Glu Ser Gly Pro Gly Leu Val Lys Pro 

20 25 30 

Ser Gin Ser Leu Ser Leu Thr Cys Met Val Thr Gly Tyr Ser He Thr 

35 40 45 

Ser Asp Tyr Ala Trp Asn Trp He Arg Gin Phe Pro Gly Asn Lys Leu 

50 55 60 

Glu Arg Met Gly Tyr He Arg Tyr Ser Gly Tyr Thr Ser Tyr Asn Pro 
65 70 75 80 
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Ser Leu Lys Ser Arg He Phe He Thr Arg Asp Thr Ser Gin Asn Gin 

85 90 95 

Phe Phe Leu His Leu Thr Ser Val Thr Thr Glu Asp Thr Ala Thr Tyr 

100 105 110 

Tyr Cys Thr Arg Asp Leu Asp Ala Trp Tyr Phe Asp Val Trp Gly Ala 

115 120 125 

Gly Thr Thr Val Thr Val Ser Ser 
130 135 

mm^r : 5 

E?|J©§£ : 381 

mnom = mm 

mnomm cdna to irna 
mm 

-bJl^'O : 10.1 

ftmzm-t^ ■. cds 

#£ttfi : 1 . . 381 

is n 

ATG GAA TCA CAG ACT CTG GTC TTC ATA TCC ATA CTG CTC TGG TTA TAT 48 
Met Glu Ser Gin Thr Leu Val Phe He Ser He Leu Leu Trp Leu Tyr 
15 10 15 
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GGA GCT GAT GGG AAC ATT GTA ATG ACC CAA TCT CCC 
Gly Ala Asp Gly Asn He Val Met Thr Gin Ser Pro 

20 25 
ATG TCA GTA GGA GAG AGG GTC ACC TTG ACC TGC AAG 
Met Ser Val Gly Glu Arg Val Thr Leu Thr Cys Lys 

35 40 
GTG GTT ACT TAT GTT TCC TGG TAT CAA CAG AAA CCA 
Val Val Thr Tyr Val Ser Trp Tyr Gin Gin Lys Pro 
50 55 60 

AAA CTG CTG ATA TAC GGG GCA TCC AAC CGG TAC ACT 
Lys Leu Leu He Tyr Gly Ala Ser Asn Arg Tyr Thr 
65 70 75 

CGC TTC ACA GGC AGT GGA TCT GCA ACA GAT TTC ACT 
Arg Phe Thr Gly Ser Gly Ser Ala Thr Asp Phe Thr 

85 90 
AGT GTG CAG GCT GAA GAC CTT GCA GAT TAT CAC TGT 
Ser Val Gin Ala Glu Asp Leu Ala Asp Tyr His Cys 

100 105 
AGC TAT CCG TAC ACG TTC GGA GGG GGG ACC AAG CTG 
Ser Tyr Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu 
115 120 



AAA TCC ATG TCC 
Lys Ser Met Ser 
30 

GCC AGT GAG AAT 
Ala Ser Glu Asn 
45 

GAG CAG TCT CCT 
Glu Gin Ser Pro 



96 



GGG GTC 
Gly Val 

CTG ACC 
Leu Thr 

GGA CAG 
Gly Gin 
110 
GAA ATA 
Glu He 
125 



CCC GAT 
Pro Asp 
80 
ATC AGC 
He Ser 
95 

GGT TAC 
Gly Tyr 

AAA 
Lys 



144 



192 



240 



288 



336 



381 



EfllW : 6 

mm®&$ ■ 127 
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mm 

-t?/l/5>f> : 10.1 

e n 

Met Glu Ser Gin Thr Leu Yal Phe He Ser He Leu Leu Trp Leu Tyr 

15 10 15 

Gly Ala Asp Gly Asn He Val Met Thr Gin Ser Pro Lys Ser Met Ser 

20 25 30 

Met Ser Val Gly Glu Arg Val Thr Leu Thr Cys Lys Ala Ser Glu Asn 

35 40 45 

Val Val Thr Tyr Val Ser Trp Tyr Gin Gin Lys Pro Glu Gin Ser Pro 

50 55 60 

Lys Leu Leu He Tyr Gly Ala Ser Asn Arg Tyr Thr Gly Val Pro Asp 
65 70 75 80 

Arg Phe Thr Gly Ser Gly Ser Ala Thr Asp Phe Thr Leu Thr He Ser 

85 90 95 

Ser Val Gin Ala Glu Asp Leu Ala Asp Tyr His Cys Gly Gin Gly Tyr 

100 105 110 

Ser Tyr Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu lie Lys 
115 120 125 



&?|J## : 7 
mmo&Z : 414 

Eaios : mm 
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E^IJCDS^ : cDNA to mRNA 
•kJlyJ > : 10. 1 

mmzm-ru^ •. cds 

: 1 414 

ss n 

ATG GCT GTC CTG GCA TTA CTT TTT TGC CTG GTA ACA TTC CCA AGC TGT 48 
Met Ala Val Leu Ala Leu Leu Phe Cys Leu Val Thr Phe Pro Ser Cys 
15 10 15 

ATC CTT TCC CAG GTG CAG CTG AAG GAG TCA GGA CCT GGC CTG GTG GCG 96 
He Leu Ser Gin Val Gin Leu Lys Glu Ser Gly Pro Gly Leu Val Ala 

20 25 30 

CCC TCA CAG AGC CTG TCC ATC ACA TGT ACC GTC TCA GGG TTC TCA TTA 144 
Pro Ser Gin Ser Leu Ser He Thr Cys Thr Val Ser Gly Phe Ser Leu 

35 40 45 

ACC GAC TTT GGT GTA AAC TGG GTT CGC CAG CCT CCA GGA AAG GGT CTG 192 
Thr Asp Phe Gly Val Asn Trp Val Arg Gin Pro Pro Gly Lys Gly Leu 

50 55 60 

GAG TGG CTG GGA ATG ATA TGG ACT GAT GGA ATC ACA GAC TAT AAT TCA 240 
Glu Trp Leu Gly Met lie Trp Thr Asp Gly He Thr Asp Tyr Asn Ser 
65 70 75 80 

GTT CTC AAA TCC AGA CTG AGC ATC AGC AAG GAC ACC TCC AAG AGC CAA 288 
Val Leu Lys Ser Arg Leu Ser He Ser Lys Asp Thr Ser Lys Ser Gin 
85 90 95 
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GTT TTC TTG AAA ATG AAC AAT CTG CAA ACT GAT GAC ACA GCC AGG TAC 336 

Val Phe Leu Lys Met Asn Asn Leu Gin Thr Asp Asp Thr Ala Arg Tyr 

100 105 HO 

TAC TGT GCC AGA GAT GCA TAC TAC GGC TTC TAT GCT ATG GAC TAC TGG 384 

Tyr Cys Ala Arg Asp Ala Tyr Tyr Gly Phe Tyr Ala Met Asp Tyr Trp 

115 120 125 

GGT CAA GGA ACC TCA GTC ACC GTC TCC TCA 414 

Gly Gin Gly Thr Ser Val Thr Val Ser Ser 
130 135 



E?IJ#^ : 8 
mWDMZ : 138 

mm 

■&J\s7<i > : 10. 1 
K M 

Met Ala Val Leu Ala Leu Leu Phe Cys Leu Val Thr Phe Pro Ser Cys 

15 10 15 

He Leu Ser Gin Val Gin Leu Lys Glu Ser Gly Pro Gly Leu Val Ala 

20 25 30 

Pro Ser Gin Ser Leu Ser lie Thr Cys Thr Val Ser Gly Phe Ser Leu 

35 40 45 

Thr Asp Phe Gly Val Asn Trp Val Arg Gin Pro Pro Gly Lys Gly Leu 
50 55 60 
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Glu Trp Leu Gly Met He Trp Thr Asp Gly He Thr Asp Tyr Asn Ser 
65 70 75 80 

Val Leu Lys Ser Arg Leu Ser He Ser Lys Asp Thr Ser Lys Ser Gin 

85 90 95 

Val Phe Leu Lys Met Asn Asn Leu Gin Thr Asp Asp Thr Ala Arg Tyr 

100 105 110 

Tyr Cys Ala Arg Asp Ala Tyr Tyr Gly Phe Tyr Ala Met Asp Tyr Trp 

115 120 125 

Gly Gin Gly Thr Ser Val Thr Val Ser Ser 
130 135 

mm^r ■ 9 
mmco&z : 15 

mwm .• rum 
mm 

•bJl^-i > : 1.4 

e m 

Arg Ala Ser Glu Ser Val Asp Ser Tyr Gly lie Ser Phe Met His 
15 10 15 

B£?IJ## : 10 
S£?iJ®g£ : 7 
WM<Dm : 7; J& 
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■tJUyj y : 1. 4 

e n 

Arg Ala Ser Asn Leu Glu Ser 
1 5 

mm^ : ii 
mmomz 9 

-tr;U5W > : 1. 4 
£ 81 

Gin Gin Ser Asn Glu Asp Pro Phe Thr 
1 5 

mm**? : 12 

£^lJO^$ : 6 
E^ljCDl! : TiJWi 
^Dy- : 

•fe;l/7>T > : 1. 4 
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£ n 

Ser Asp Tyr Ala Trp Asn 
1 5 

BRIM- : 13 
B£?tJ©g£ : 16 
g£3Fij©^ : 7 S 
htfov?- : EfiM* 

@@ 

> : 1. 4 

ee hi- 

Tyr He Arg Tyr Ser Gly Tyr Thr Ser Tyr Asn Pro Ser Leu Lys Ser 
1 5 10 15 

B£?IJ#^ : 14 
&?|J©:1£ : 9 

•fe;l/-7>T > : 1.4 

Asp Leu Asp Ala Trp Tyr Phe Asp Val 
1 5 
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Efll*^ : 15 

mm 

■^JUy-f > : 10. 1 

e m 

Lys Ala Ser Glu Asn Val Val Thr Tyr Val Ser 
1 5 10 

E*J«- : 16 
E?IJ©^£ : 7 

e?ij<dh! : 7 S 

E?lJ©S3g : 

mm 

•teJlyJ > : 10. 1 
E n 

Gly Ala Ser Asn Arg Tyr Thr 
1 5 

■ n 

E?IJ©^£ : 9 
mWW. '. T i 
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•fe;l/5-T > : 10. 1 

e n 

Gly Gin Gly Tyr Ser Tyr Pro Tyr Thr 
1 5 

E?"J#^ : 18 

5 

mwM : -rum 
y#uv- : em* 

mm 

-bJl^J > : 10. 1 

e m 

Asp Phe Gly Val Asn 
1 5 

EHI*^ : 19 
E?'J©^£ : 16 

Y*u*J- : iESM* 

Sin. 

■fe;l/7-r> : 10. 1 
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E M 

Met He Trp Thr Asp Gly -lie Thr Asp Tyr Asn Ser Val Leu Lys Ser 
1 5 10 15 



EM®m = rum 
Hoy- : mmtk 

mm 

: 10.1 

e ?ij 

Asp Ala Tyr Tyr Gly Phe Tyr Ala Met Asp Tyr 
1 5 10 



8£?lJ&^- : 21 
mmO&Z : 22 

mncom : mm 

E?iJ®S^ : toO^®? ^DNA 
E ?'J 

ggcacctcca gatgttaact gc 22 
e*mh* : 22 

E3?IJ©^$ : 20 

wmvm : mm 
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mnomm - fa<omm mdna 
e n 

GAARTAVCCC TTGACCAGGC 

mvm^ : 23 

EJFiJ©^ : 48 

e^ijosi! : mm 

: 36,37.41,42.46,47 

E *J 

CUACMCUAC UAGGCCACGC GTCGACTAGT ACGGGNNGGG NNGGGNNG 

E^iS"^ : 24 
E?'J®:t£ : 46 

etuos : mm 

E?lJ©H^ : IfeCD^S? ^DNA 

e m 

TATAGAGCTC AAGCTTGGAT GGTGGGAAGA TGGATACAGT TGGTGC 

mm^ • 25 
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mwmm : <fc®m& mdna 

E H 

TATAGAGCTC AAGCTTCCAG TGGATAGACH GATGGGGSTG TYGTTTTGGC 

■ 26 
: 20 

E *J 

ACCGAGCTCG GATCCACTAG 

E?lJ#"t : 27 
E?lJ©££ : 21 
WM(f>m ■ 

I£?|J(DS^ : ^DNA 
ATGCATGCTC GAGCGGCCGC C 
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i-^etf*:, sfci4*©-s#£^frRfluB*w-rs* 

4. b hfi*II§!!*x*U'°— tfA2©ffi14£lfi£U U 
^ o -^A2SLF/^/cli-7^xfi^II§![^X^'J^ 0 --tfA2©gti^Pl#-r2)C 

5. F--712H5 (FERM BP-5300) . /^7>J K— 71.4 (FERM BP-5297) 

4fcii/w:ry K-vio.i (ferm bp-5298) ©i^-rn^tcj: 0^**1**^^ 
D-^i/ftttfcLai*©-****^* £ fci±*ft£<!:l^£©lig 

*x*y/*-#A2K#-r *fftfl*w-ts*y ^D-^ifcttk u< (**•©— 

i y&E?ijir^i£ftS loifciifflkOT ;/ii:#i7 a y&©©&> 
fc«»A*fiofc7 5 j we***-*-** >'<?k**l\ »*©«b i 

7. e^ij#^9~2 0 ©f-rn^tc^$n*r ^ j&bm ttzitmri /iew 
ti«ns 1 fctt«fc©T s y bh=# tr * y ®?©g&> fci*»A* 
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9. /n^7'U K-^T'&Sfi*©$gffl8Eit©*fflEo 

i o. ia§^DNAiij:oT»»<^*nfcttfi'r*4ai*©ieffl8aB«©iBfi 0 

1 1. ft*©fEffi 8 £$©*«££# U ««±»*^ty *o— ^ffitt**: 
li* w*^»*@iR-r4iS*^t\ »*©IEffl 1 - 7 ©ivm^frisfc©^ 

1 2. it^©fEffii-7©^-rn^{cEig©€:y *o-*;u$t#£ 

Kt^DNAo 

13. E?iJ#^tK 3, 5£fc{i7©^rftriMC^$tt*&a^^J£fctigtfS£ 
E?iJK£*ftS 1 o*fc(iffitt©tKKtt Ug£©tt8^ fc&*fcli#A£fTo 
fctt»Eai**L\ 2KE*©DNA. 

1 4. »*©|EiBl 2£fciil 30DNA^lHljl^^-. 

1 6. »#©!6ffil~7©^r*iJK:Ett©*y ^d— 
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1 0 



ITCH 



oocaciGGaaT 180 
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m i 3 



^^^^ 



GlyThrLysLs^SluIleLys 



120 



180 



240 



300 
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1 4 



tfetJaaValLeuJOaLeuI^heC^sL^ 



ValG^iLeiiLysGluSerGlyProGlyLeuVa 



TCTftOOCTCICRGGS]^ 
CysTtrrValSerGlyPheSerl/^^ 



180 



GlyLysGIyLeuGlifl^pLeu^ 



240 



VallaiiLysSeiAcglfiuSern 



300 



MstJ^nAsnl^uGIifllhiAs^^ 
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